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Sex and age are important factors influencing physical and mental health in schizophrenia.
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| 1. Introduction

Over the last several decades, a significant amount of research has dealt with the study of gender and sex differences in
the biological and behavioral expression of disease. Sex and gender have been found to impact the clinical manifestation
of many diseases, as well as their epidemiology (prevalence and incidence) and pathophysiology .

Cardiology has been in the forefront of investigating and uncovering substantial biological and sociocultural differences
between the sexes with respect to clinical manifestations and outcomes of hypertension, acute coronary syndrome, and
heart failure, as well as other cardiac disease [&. The World Health Organization now underscores the fact that “gender is
a structural determinant of health” and that, globally, women receive less health care than men while bearing more family
responsibilities, with the result that health outcomes are poorer in women than in men. An important example is ischemic
heart disease. Women seek help later than men; once help is received, the correct diagnosis takes longer to arrive at, and
treatment is too often suboptimal 2.

With respect to mental disorders, gender and sex differences have been described in the susceptibility to specific
disorders, in their clinical expression, comorbidity, and treatment response Bl Unfortunately, although sex/gender
differences are being reported, their importance has not sufficiently influenced the conduct of clinical treatment trials.
Neither recruitment nor the analysis of findings has sufficiently taken sex/gender into account. The vast majority of early
clinical trials chiefly recruit male participants, a fact that has led to treatment guidelines based, for the most part, on male
response &,

Although results differ and uncertainties remain, in schizophrenia and in first-episode psychoses, studying gender
differences has been helpful in illustrating the heterogeneity of psychotic illness l. Most studies strongly support the
findings that men experience an earlier age of psychosis onset and suffer more frequently than women from severe
negative symptoms 4. Comorbid substance use disorders (nicotine, cannabis, alcohol, cocaine) have been repeatedly
demonstrated to be more prevalent in men than in women, and clinical outcomes to be superior in women, at least over
the course of the reproductive years.

When the reproductive years come to an end, the seeming advantage for women wanes. Thus far, however, the effect of
menopause on drug efficacy and on side-effects remains understudied &, A recent narrative review of randomized
controlled trials targeting peri- and postmenopausal women with schizophrenia concludes that a decline in estrogen levels
at menopause is associated with worsening psychosis outcomes €. More recently, Szeliga et al. reported that menopause
exerts a negative effect on all women, and, in women with schizophrenia, schizoaffective disorder, and bipolar disorder, it
negatively impacts the course of disease [Z.

Prior to menopause, women with schizophrenia show a more robust antipsychotic response than they do post
menopause. Raloxifene, a selective estrogen receptor modulator, combined with antipsychotics has been recommended
as a potential adjunctive therapy to improve psychotic and cognitive symptoms in postmenopausal women with
schizophrenia and related disorders [, Of additional importance is the observation that medical comorbidities increase in
women at the time of menopause, more so than they do in male age peers. It is possible that prevention of comorbidities
at this age could reduce mortality rates in psychotic iliness in both men and women. Physical comorbidities and mental
symptoms reinforce each other. For instance, Barker [8], comparing the incidence of mental health symptoms in women
before and after hysterectomy, found that psychiatric referrals, especially for depression, significantly increased after
surgery.



Besides the effect of menopause and comorbidities on gynecologic disease, personality traits may also have an impact. A
community survey conducted by Gath and collaborators and targeting women aged 35-59 found that neuroticism, as well
as psychiatric morbidity, were strongly associated with dysmenorrhea, premenstrual tension, excessive menstruation, and
hot flushes . This association could be mediated via a number of routes including the use of psychiatric medications 19,

Both age and the advent of menopause have been shown to affect the somatic and psychological health of women with
schizophrenia BB \which suggests the possibility that gynecological health, influenced by hormonal fluxes, impacts
and, in turn, is impacted by, psychiatric health.

| 2. Discussion

Breast cancer rates in DD have not been studied, but prolactin-inducing antipsychotics, which are reported to raise overall
breast cancer risk, are also used in this disorder, albeit for a shorter cumulative time period. Other gynecological
comorbidities appear relatively frequent in psychotic conditions 12, but there is no evidence that their rate in these
conditions is higher than it is in the general population. Our second question addressed cancer screening and cancer
mortality in this population. All studies agree that the rates of breast and cervix screening for cancer are disproportionally
low, and the high mortality rate from breast cancer in these women is at least partially attributable to the lack of timely
screening L3I4I5] with respect to menopause, there is evidence that its advent is positively correlated with an increase

in the incidence of breast cancer in women with psychotic illness and that it is associated with relatively aggressive tumors
[26]

The findings of this review lead to a strong recommendation that psychiatrists and gynecologists work together,
particularly with respect to breast cancer prevention and treatment in women with psychotic illness. Pettersson et al. have
recommended the development of sex/disease specific prevention programs 4. Gynecology—psychiatry partnerships
would be ideal for improving health outcomes of women with psychosis.

The role of antipsychotics in increasing the risk of breast cancer in women with psychosis (via hyperprolactinemia or via
weight gain) remains somewhat controversial 18 and may depend on the specifics of the antipsychotics used. In
nationwide register-based data (2006—2013) that recorded all-cause mortality among Swedish patients with schizophrenia
aged 16-64 19, the lowest mortality was seen in patients on second generation depots, particularly monthly paliperidone
injections. Depots were associated with an approximately 30% lower risk of death compared to that seen in patients
taking oral antipsychotics. While breast cancer rates may be increased by antipsychotics, in general, adherence to
antipsychotic regimens, as assured by depot medication, reduces overall mortality.

While rates may not be disproportional, cervical and ovarian cancers and nonmalignant gynecologic disease (PCOS and
endometriosis) are potential problems in this population because of shared risk factors. The fact that women with
psychosis lag behind other women with respect to engagement in both primary health care and cancer screening is a
major mortality risk 29 that lends itself to prevention. Specific difficult-to-improve patient factors, such as cognitive
problems, social isolation, apathy, and substance abuse, partially explain low screening rates, but provider factors, such
as failure to educate, failure to remind, failure to encourage, and failure to link patients with necessary services, can all be
reversed.

Importantly, this population of women lacks the social capital to successfully navigate the health system. Symptoms of
psychosis such as amotivation interfere with adherence to treatment recommendations, but critical appointments are also
missed because of nonexistent social support. In addition, because of an accumulation of prior risk factors, the tumors of
women with psychosis appear to be more aggressive than those of other women 281, Surgical care for these women may
also not be optimal, perhaps because they are seen as poor candidates for life-saving procedures. End-of-life care of this
population also suffers, and for similar reasons. This urgently calls for close collaboration between primary care,
psychiatry, gynecology, and oncology.

In line with this idea, Irwin and collaborators 21 developed the Bridge intervention for patients with severe mental illness,
a program that includes identification of severe mental illness, person-centered care, and a collaborative approach
between psychiatry with oncology. Bridge is a feasible and well-accepted care model for patients with psychosis and
comorbid cancer.



Because women with psychotic illness have specific health needs that differ according to stage of life, menopause and

postmenopause constituting vulnerable stages 22, the gynecology/psychiatry/oncology partnership could also benefit

from collaboration with endocrinology.

References

1.

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

Regitz-Zagrosek, V. Sex and gender differences in health. Science & Society Series on Sex and Science. EMBO Rep.
2012, 13, 596-603.

. Jauregui, B. Biology, Culture and Society, Factors Configuring Health from a Gender Perspective. Has Cardiology

Overcome the Challenge? Rev. Esp. Cardiol. 2019, 72, 800-802.

. The Lancet Psychiatry. Sex and gender in psychiatry. Lancet Psychiatry 2016, 3, 999.

. Ochoa, S.; Usall, J.; Cobo, J.; Labad, X.; Kulkarni, J. Gender differences in schizophrenia and first-episode psychosis:

A comprehensive literature review. Schizophr. Res. Treatment. 2012, 2012, 916198.

. Gonzalez-Rodriguez, A.; Guardia, A.; Monreal, J.A. Peri- and Post-Menopausal Women with Schizophrenia and

Related Disorders Are a Population with Specific Needs: A Narrative Review of Current Theories. J. Pers. Med. 2021,
11, 849.

. Seeman, M.V.; Gonzalez-Rodriguez, A. Stratification by sex and hormone level when contrasting men and women in

schizophrenia trials will improve personalized treatment. J. Pers. Med. 2021, 11, 929.

. Szeliga, A.; Stefanowski, B.; Meczekalski, B.; Snopek, M.; Kostrzak, A.; Smolarczyk, R.; Bala, G.; Duszewska, A.;

Smolarczyk, K.; Maciejewska-Jeske, M. Menopause in women with schizophrenia, schizoaffective disorder and bipolar
disorder. Maturitas 2021, 152, 57-62.

. Barker, M.G. Psychiatric illness after hysterectomy. Br. Med. J. 1968, 2, 91-95.

. Gath, D.; Osborn, M.; Bungay, G.; lles, S.; Day, A.; Bond, A.; Passingham, C. Psychiatric disorder and gynaecological

symptoms in middle aged women: A community survey. Br. Med. J. 1987, 294, 213-218.

Warner, P. Psychiatric disorder and gynaecological symptoms in middle aged women. Br. Med. J. 1987, 294, 1033—
1034.

Gonzélez-Rodriguez, A.; Seeman, M.V.; Alvarez, A.; Guardia, A.; Sanz, N.; Fucho, G.F.; Palao, D.J.; Labad, J. Care for
Women with Delusional Disorder: Towards a Specialized Approach. Women 2021, 1, 46-59.

Mariano, A.; Di Lorenzo, G.; Jannini, T.B.; Santini, R.; Bertinelli, E.; Siracusano, A.; Niolu, C. Medical Comorbidities in
181 Patients with Bipolar Disorder vs. Schizophrenia and Related Psychotic Disorders: Findings from a Single-Center,
Retrospective Study From an Acute Inpatients Psychiatric Unit. Front. Psychiatry 2021, 12, 702789.

Hwong, A.; Wang, K.; Bent, S.; Mangurian, C. Breast Cancer Screening in Women with Schizophrenia: A Systematic
Review and Meta-Analysis. Psychiatr. Serv. 2020, 71, 263—-268.

Woodhead, C.; Cunningham, R.; Ashworth, M.; Barley, E.; Stewart, R.J.; Henderson, M.J. Cervical and breast cancer
screening uptake among women with serious mental iliness: A data linkage study. BMC Cancer 2016, 16, 819.

Hertzum-Larsen, R.; Kjeer, S.K.; Frederiksen, K.; Thomsen, L.T. Participation in cervical cancer screening among
immigrants and Danish-born women in Denmark. Prev. Med. 2019, 123, 55-64.

Iglay, K.; Santorelli, M.L.; Hirshfield, K.M.; Williams, J.M.; Rhoads, G.G.; Lin, Y.; Demissie, K. Impact of Preexisting
Mental lliness on All-Cause and Breast Cancer-Specific Mortality in Elderly Patients with Breast Cancer. J. Clin. Oncol.
2017, 35, 4012-4018.

Pettersson, D.; Gissler, M.; Hallgren, J.; Osby, U.; Westman, J.; Bobo, W.V. The overall and sex- and age-group
specific incidence rates of cancer in people with schizophrenia: A population-based cohort study. Epidemiol. Psychiatr.
Sci. 2020, 29, e132.

Taipale, H.; Solmi, M.; Lahteenvuo, M.; Tanskanen, A.; Correll, C.U.; Tiilhonen, J. Antipsychotic use and risk of breast
cancer in women with schizophrenia: A nationwide nested case-control study in Finland. Lancet Psychiatry 2021, 8,
883-891.

Taipale, H.; Mittendorfer-Rutz, E.; Alexanderson, K.; Majak, M.; Mehtéla, J.; Hoti, F.; Jedenius, E.; Enkusson, D.; Leval,
A.; Sermon, J.; et al. Antipsychotics and mortality in a nationwide cohort of 29,823 patients with schizophrenia.
Schizophr. Res. 2018, 197, 274-280.

Gonzalez-Rodriguez, A.; Labad, J.; Seeman, M.V. Schizophrenia and cancer. Curr. Opin. Support. Palliat. Care. 2020,
14, 232-238.



21. Irwin, K.E.; Park, E.R.; Fields, L.E.; Corveleyn, A.E.; Greer, J.A.; Perez, G.K.; Callaway, C.A.; Jacobs, J.M.; Nierenberg,
A.A;; Temel, J.S.; et al. Bridge: Person-Centered Collaborative Care for Patients with Serious Mental lliness and
Cancer. Oncologist 2019, 24, 901-910.

22. Gonzélez-Rodriguez, A.; Guardia, A.; Alvarez Pedrero, A.; Betriu, M.; Caobo, J.; Acebillo, S.; Monreal, J.A.; Seeman,
M.V.; Palao, D.; Labad, J. Women with schizophrenia over the life span: Health promotion, treatment and outcomes.
Int. J. Environ. Res. Public Health 2020, 17, 5594.

Retrieved from https://encyclopedia.pub/entry/history/show/43783



